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January 18, 2000

Douglas 5. Kalman , MS, RD
Director, Clinical Research
Department of Medical Nutriiton
Peak Wellness, Inc.

oy iloliy Hill Lane

Greeawich, CT 06830

Dear Mr. Kalman:

I regret 1 infrrm you that efier careful review your manuseript (MSHB-99-117) entitied “A
Double-Blind, Placebo Controlled Clinical Frial Evaluating the Effects of An Over-the-
Counter Weight Loss Aid in Healthy Overweight Adults™ has not been found acceptable for -
publication in Obesity Retearch ~ i

@ Enclased 2re the reviewers’ comments 1o author(s), which we fmpc you will find helpful,

We vant to thank you for giving us the Oppertuaity 1o revicw your manuseript. We look forward
1o reseiving other work from you in the future.

Sineerely,

M)w’u.,\ K— 2 —
F. Xavier Pi-Sunyer, M.D.
Editor-in-Chief i
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January 24, 2000

Nicholas Mezitis, MD
Qbesity Research Unit
St Luke's/Roosevelt
111 Amsterdam 4 -wanps
New 2, MY 10043

Dear Dr. Mezitis:

Thaok you for your expertise in reviewing the manuscript entitled “A Double-Blind, Placebs
Controlled Clinical Trial Evaluating the Effects of An Over-the-Counter Weight Loss Aid
in Healthy Overweight Adults™ (B-99-117) for Obesity Pesearck. | very much appreciate the
time and efTort Ut went into your review,

Based an reviewer comments, ! have informed the auther(s) that the manuscript has not been
accepted for publication in the journal, Yeu may now destzoy your copy of the manuscript.

Once again, thank You for your invaluable panicipation in the per-review process.

Sigeerely, p (“

O~ I Q'LLN‘-Q_.--—--
F. Xavier Pi-Sunyer, MLD. -
Editor-in-Chief

FXPher
Enclosures

E Xauize PiSumess MDD, Editacin-Chigl + He'zae Pozarhovse-Fomeo, PO, Managing Edile:
Tzt (212)55.204F » Faz 1212523-2003 » E-meil; helener@minsspring.com 017
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@ ” - " QObesity Research

1090 Amsterdam Avenue, Suite 14, R
New York, NY 10025 /
Tel: (212) 523-2049  Fax (212) 523-2098 /

Reviewer’s Comments to the Editor

Manuseript Number: B-99-117
Reviewer's Name: Nichelas Mezitis, MD
Tlez:s Retwen BPr: Janvzry 66, 2000

“A Donble-Blind, Placebo-Controlled Clinica] Trial Evzluating the Effects of An Over-the-

Coanter Weirml-* Tar; 12t — R
Recemmendation  Publication Quality  Value Yes No  Uncertain
Timieg
. v . NP Ve
AeEpt as is __Routine __Supesior  Material Origisa? __ _Y —_—
APl Wi i _ASAF __Gowd Daia Yalid? N v
revision
’ Canclusions -
_Fair Reasonable? - -—

__Reovise and reconsider

(f you advise revition, are yau willing
to rEvitw revised version?)
L ne __Paor Info. Imporant?

I<

—Rejemt Writing Clear?
General Medical
Imerest?

TablewFig.
Appropriue?
(17 ot explain)

Edilorial Needed?
I yes, [ volunteer
o write such, —_—

AN PN .

or 1 suggent

Genzrul Camments for Edilar,
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1090 Amsterdam Avenue, Suite 14K
New York, NY 10025
Tel: {212) 523-2049 Fax (212) 523-2098

Obesity Research /(
v

Reviewer’s Comments to the Author(s)

Manuscript Number; MS-B-§9-117

“A Double-Blind, Placebo-Controlled Clinical Trial Evaluating the Effects of An Over-the-
Couater Weight Loss Aid o Healthy Ovenveigkt Adulis™

Revicwer's comments to the Antbor(s):

The study compares the effects of a proprictary weight loss compound, Xetadrine, on body
weight and bedy composition in 12 healthy sibicce. o3 compared ta {3 subjects who receiyan:
piaceba. All subjects were instructed io an 1800 keald NCEP Stzp I diet and they participated in

@ a supervised cxercise program three daysiwk In additien 1o the primary critevia of efficacy,
strum chemistries, ECG and mood state profiling was undertaken at baseline, week 4 and wuck 8
of the smudy. Significant reductions ia body weight and percent body fat are reported in the proup
which received verum, as compared 10 the placebe group.

My reservations inciude: .

l. The exercise preseription (duration, activities) should be specifizd,

2. The mean reduction in weight achieved in the two study groups as reported in the text (Group
1 3.18 kg Group 2 2.05 kg) should cor ponod to that caleulated from Table 1 (Group 1733
kg; Group 2 2.92kg).

3. The percent weight change in the placcbo group is 3.7% not 3.8%.

4 In the ECG analyss;, QT intervals should be comrected for the R-R and the results should be
included in the report.

5. Using a reference mathod would have enbanced body composition analysis.

6. Questions relating 1o the diet preseription are mised by the 3.5 kg lass of lean tissue in the
placebo group over B weeks. This issue should be spezifically addressed in the disaussion :

7. Were the effects of Xenadrine on slesp partcras evaluated? :

b Were subjects specifically questioncd about the occurrence of palpitations, headaches,
flusking?

$. 'What reasons were provided for dropout by the 5 subjects who were not included in the final
analysis?

[0. A reference shuuld ve provided for the Profile of Mood State tast utilized in the study,

11, Is an B week wial sufficient time to address issues of eficacy in geasral and safety in
particular for 2 weight-reducing agent?

12. The numerous enors in spelling, gramenar and syntax, scattered throughout the text should b=
corrected e.g sympalicomimelic vs. sympathomimetic (p. 4), posit vs. postulats (p. 8), eFect
vs. affect (p.3), thereby vs. and therefore (p-4).
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January 24, 2000

Robert Kushner, MD
240 East Ontarip, Suite 400
Chicage, IL 60611

Dear Dr, Kushner

Thazk you for your expertise in reviewing the manuscript entitled *A Double-Blind, Placebo
Countrolled Clinical Triz! Evaluating the Effects of An Over-the-Counter Weight Loss Aid
in Hezlthy Overncight Adults” (B-95-1 17) for Obetiry Research. 1 very much appreciate the

time and effort that went inte your revizws

Based on reviewer comments, [ have informed the author(s) that the manuseript has not been

accepted for publication in the journl. You may now destroy your copy of the manuscript

Once 2g2in, thank you for your invaluable panticipation in the peeT Toview process.

Rovrim 18 e —

F. Xavicr Pi-Sunyer, M.D. -
Editpr-in~Chief

FXP/hre

Enclosures
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® oo ' Obesity Research

1090 Amsterdam Avenue, Suite 14, . )(

: New York, NY 10025
Tel: (217} 523-2069 Fax (212) 523-2098

Reviewer’s Comments to the Editor

Manoscript Number: B-99%-117
Reviewer's Name: Robert Kashoer, MD
Please Retura By: January 06, 2000

u 5 Double-Blind, Plarebo-Cogtralled Clinicnl Triat Evaluating the Effects of An Over-the-
Counter Weight Loas Aid in Healtby Overweight Adults”

Recommendatisn ~ Publitation Quality Vilue Yes No Uscertain
Timing .
__Amspuis __Rowtine _Superior  Mamedd Origina? X __
__Acept with minor __ASAP __Goad Dan Valid? —_ —_— =
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TablexFig.
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or ] segE=t

Genenl Commas's for Editar

Tor mmcd  dum AS A?c‘f&f/'ov4'4- y; i PURT AN AN
vetalB Ae  Problasked 7 /m’é Crlntes oo Fmce EmF
Voﬁ}&‘%? E rf-’wé?_ Tt geeeas T fc o /,,«riz Eondar iy o

sty LR Susiser taelogiTas,

023

[ T, R P A




@ ' Obesity Research
' 1090 Amsterdam Avenue, Suits 1., }
New York, NY 10025
Tel: (212) 523-2049 Fax1212) 523-2098

Reviewer’s Comments to the Author(s)

Manuseript Number: MS-B-95-117

“A Double-Blind, Placebo-Centrolled Clinica) Trial Evaluating the Effeets of An Over-the
Counter Weight Loss Aid in Healiny Overweight Adults™

Reviewar's commenis to the Author(s):

Summary
Authors canductad a double-blind. placebo controlled wial to evaluate the short

temm {8 weeksj effect of en over-the caumier weight ioss 2id in heaithy overweight (B
@ > 25} adults, Two groups were randomized to receive either placebo or & propristary

product, Xenadrine™, containing cphedsine alkaloids 20 mg, synephrine 5 mg, ceffeine

200 mg, and salicin 15 mg, twice per day, The authors coneloded that subjects

randomized to Xenadrine™ lost significantly more body weight and perceat body fat

without experiencing advesse effects, indicating that the product was safe.

e Specific Comments
: 1. Abstract Several methodological issues 20d results wers meationed in the abstract but
not referred to 2gain or shown in the manuseript These include: instruction by a R.D.
oo a 1800 keal dist, performanes af a 3 dayfwk cross training exerciss program wnder
the guidance of an exercise pbysiologist, and the lack of changes in servm chermistries
#nd caloric intake, If this information was impertagt egough to rention in the
gbswaet, i1 needs to be addressad in the body of the manuseript.
2. Iptroduction The 3" peragraph on the third pags through the end of the 4® paragraph
on the fourth page thould be shortened and moved 10 the discussion section.
3. Mate-ials end methods.
a Thrre is no mention of gender amnang the 30 subjects.
b Why was & BMI of > 25 chosen for earcllment? Standard pharmecolopgical
therapy is indicated for patients with & BMI of et lerst 30 or 27 with co-morbid
coadivons. R , .
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3 Mezsurement of small changes in body compositian by skicfold
exthropamery is insensitive nd unrelisble. Thus, change ic body weight alons
shouvld bs the primary endpoint.

d Describe what is assessed in the Profile of Mood State testng.

e How were adverse effects evaluated? Was a questionnairs used o prompt
subjects regarding symptoms, and if 5o, how were they racorded (yes or po, 5
point scale, ect.)?

£ How was dietary inswruction provided? Individually or group, what matsrials
wert used, was there reinforecment? Why was a 1800 keal diet chosen for 2l
subjects?

B Describe cross tzining exsreises. Where were they parformed?

Results.

z ‘What were the rezsons for the 5 drop outs?

b. State what the pill compliance rate was in the two groupe

[ Results for weight loss difference berween groups sbould statisticelly evaluata
ths change in weight {mean * SD}, not only absolute body weight befors znd afier
weamment I suspect that this valus will not be suatstically significant

4 Data for change in body carnposition by skinfold anthropomstry is suspect
due to low sensitivity end reproducibility of the method,

£ It is surprising thiat 0o change in heart rate was ooted in the teatment graup
based oz the product’s ingredicats. This data sheuld be shown.

f A symptom list should be shown for the two groups 1o cosure that specific
side effects wete queried.

£ Ttis stated on page & that, “._. each subject in this study ate 22 keal’kg, end
there was o significant difference between the two grotps in oversl] calaric
intake.” How was this conclusion arived a1?

"k What was the commpliance with the exercise program?’

L

2

Zablss [ and 2. The baseline deta in 1epsated in the two tabies 2nd is therefore
redundent A Table.should be added to show 2 symptom lst

A figure should be 2dded to show mean and SD weight loss of the two groups at 4 and
B weeks,

General Comments

1.

2

The stody length is exccptionally short It should be extznded 1o 2t Jeast 6 monthe and
prefmably 1 year, .

The conclusion that “a decrease in the metabalic r21e was countered by a stmulation
of lipalysis” is not justified. There was no measurement of besal metzholic rate
(BMR)} nor Lipolysis perfommed in the study, Furtbzrmors, the zbszace of any change
iz pulse rzte or development of any other symptorms in the weamneat group is not
cansistent with the product as a ‘“thermogenic, sympathicomimatic stimulant ™
Funding source for the study needs to be clearly stated. Wes this study supperted by
Cyledyns Technologies?
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January 24, 2000

Jemes W. Andeson, MD
University of Kentueay
4=tabolic Research Group
2250 Leastown Road (111C)
Lexington, MY 40511-1093

Dear Dr. Anderson:

Thank you for your expertise in reviewing the manuscript entitled “A Double-Blind, Placebo
Contrulled Clinical Trial Evaluating the Effects of An Over-the-Counter Weight Loss Ajd
in Healthy Overweight Adults™ (B-99-117) for Obesiry Research. I very much appreciate the
time and effort that went into your Teview.

Besed on reviewer comments, § have informed the author(s) that the masw,:serips has not been
accepled for publication in the journal. You may now destroy your copy of the manuscript.

Once again, thank you for your invaluable panicipation in the peer-review process.

Rovrin 1-8ma—

F. Xavier Pi-Sunysr, M.D. -

Editor-in-Chief
FXPhr
Enclosures
F. Xavigr PrScnyer, k1O, Editor-in.Chiel » Helzzs F"“'«"-'*'S'.'!!-H-:maa, A.0., Managing Edito
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' 1090 Amsterdam Avenue, Suite 14n / .
- New York, NY 10025 y
Tel: (212) 523-2049 Fax (212) 523-2098
: . ] -
Reviewer’s Comments to the Editor
Manaseript Number: B-99-117
Reviewer’s Name; James W. Anderaon, MD
Please Returs By: December 27, 1999
“A ij._!blc-Bli.nd, Placeba Controlled Clinieal Trisl Evalusting the Effects of An Gver-the-
Counter Weight Loss Aid in Healthy Overweight Adulis”
Recommendation  Publication . . Quality Value Yes No Upcermain
Timing
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Obesity Research v
1090 Amsterdam Avenue, Suite 14, ’
New York, NY 10025
Tel: (212) 523-2049 Fax (212) 523-2098

- Reviews’s Comments tothe Author(s)

Mapuscript Number: MS-B-9%-117

“A Double-Blind, Platebo Controlied Clinicz] Trial Evalusting the Effects of An Over-the-
Counter Weight Lose Aid in Healtby Overweipht Adules” ’

Reviewer's comments to-the Author{s):

This study has serious flaws. I can accept a small difference in weight Joss between the rwo
groups but the body compasition changes are erude and of limited value. Too much data and
description of methods, materials and results are exeluded to fully evaluate the importance and

validity of ths study.
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